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This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 



1 . (Original) A compound of Formula (I): 




Formula (I) 

wherein 

Ri is selected from the group consisting of Chalky 1, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein heterocyclyl is optionally substituted 
with 1 to 2 oxo substituents; and, wherein cycloalkyl, heterocyclyl, aryl and heteroaryl are 
substituted with a substituent selected from the group consisting of: 

d- 8 alkyl (optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of -C(0)H, -C(0)(d. 8 )alkyl, -C0 2 H, -C0 2 (Ci_ 8 )alkyl, amino 
(substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci_ 8 alkyl), cyano, (halo)i.3, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl 
and heteroaryl), 

Ci-galkoxy (optionally substituted on a terminal carbon with a substituent selected from the 

group consisting of (halo)i_ 3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (C,. 8 )alkyl, 

amino (substituted with two substituents independently selected from the group consisting of 

hydrogen, Ci.galkyl and -S0 2 -(d_ 8 )alkyl), 
-C(0)amino (wherein amino is substituted with two substituents independently selected from 

the group consisting of hydrogen and Ci. 8 alkyl), 
-S0 2 - {substituted with one substituent selected from the group consisting of heterocyclyl and 

amino (wherein amino is substituted with two substituents independently selected from 

the group consisting of hydrogen, Ci_ 8 alkyl, -Ci_ 8 alkylamino (wherein amino is 
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substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci_ 8 alkyl) and heteroaryl)}, 
cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; wherein heterocyclyl is optionally 
substituted with 1 to 2 oxo substituents; and, wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with a substituent selected from the group consisting 
of Ci-galkyl (wherein alkyl is optionally substituted on a terminal carbon with a 
substituent selected from the group consisting of amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Q-galkyl), cyano, 
(halo)io, hydroxy and nitro), Ci-galkoxy and amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci- 8 alkyl)}}; 

R 2 is selected from the group consisting of hydrogen, Ci_ 8 alkyl, C 2 -8alkenyl, C 2 _ 8 alkynyl and 
hydroxy(Ci.g)alkyl; 

X is selected from the group consisting of ^C(O)-, -C(S)- and -S0 2 -; and, 

R3 is selected from the group consisting of: 

Ci-galkyl, C 2 .galkenyl, C 2 .galkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 
-C(0)H, -C(0)(Ci- 8 )alkyl, -C0 2 H, -C0 2 (Ci_g)alkyl, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, (halo) 1.3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and heteroaryl are 
optionally substituted with 1 to 5 substituents independently selected from the group 
consisting of Ci-galkyl, cyano, halo, (halo)io(Ci_ 8 )alkyl, (halo)i_3(Ci-g)alkoxy, hydroxy, 
hydroxy(Ci-g)alkyl, hydroxy (Ci.g)alkoxy and nitro)}, 

cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 

heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, 
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heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

Ci_ 8 alkyl, C 2 _ 8 alkenyl (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -C(0)H, 
-C(0)(Ci- 8 )alkyl, -C0 2 H, -C0 2 (Ci_ 8 )alkyl, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), cyano, 
(halo)i-3, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C,. 8 )alkyl, 

Ci- 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo) 1.3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (C N8 )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci_ 8 alkyl and -C(0)(C|_ 8 )alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci_ 8 alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 
heterocyclyl and amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen, Ci_ 8 alkyl and 
-Ci_ 8 alkylamino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci_ 8 alkyl))}, 

■NH-S0 2 -(Ci. 8 )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo substituents), aryl 
and heteroaryl} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Ci. 8 alkyl, cycloalkyl, aryl and heteroaryl (wherein cycloalkyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Ci_ 8 alkyl, cyano, halo, (halo)i_3(Ci. 8 )alkyI, (halo)i-3(Ci. 8 )alkoxy, 
hydroxy, hydroxy(Ci_ 8 )alkyl, hydroxy(Ci_ 8 )alkoxy and nitro)}; 

and pharmaceutical ly acceptable salts thereof. 
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2. (Original) The compound of claim 1 wherein R\ is selected from the group consisting 
of Ci^alkyl, cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, 
heterocyclyl, aryl and heteroaryl are substituted with a substituent selected from the 
group consisting of: 

CMalkyl (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of -C(0)H, -C(0)(C M )alkyl, -C0 2 H, -C0 2 (C M )alkyl, 
amino (substituted with two substituents independently selected from the group 
consisting of hydrogen and C^alkyl), cyano, (ha!o)i_3, hydroxy, nitro, cycloalkyl, 
heterocyclyl, aryl and heteroaryl), 

Ci^alkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo)i_3 and hydroxy), 

-C(0)H, -C(0)(C,_4)alkyl, -C0 2 H, -C0 2 (C M )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, C M alkyl and -S02-(Ci_4)alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Chalky I), 

-S0 2 - {substituted with one substituent selected from the group consisting of 
heterocyclyl and amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen, Chalky 1, 
-Ci_4alkylamino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci^alkyl) and heteroaryl)}, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, 
aryl and heteroaryl are optionally substituted with 1 to 3 substituents independently 
selected from the group consisting of cyano, halo, hydroxy and nitro; wherein 
heterocyclyl is optionally substituted with 1 to 2 oxo substituents; and, wherein 
cycloalkyl, heterocyclyl, aryl and heteroaryl are optionally substituted with a 
substituent selected from the group consisting of Cj^alkyl (wherein alkyl is optionally 
substituted on a terminal carbon with a substituent selected from the group consisting 
of amino (substituted with two substituents independently selected from the group 
consisting of hydrogen and Chalky!), cyano, (halo)io, hydroxy and nitro), C M alkoxy 
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and amino (substituted with two substituents independently selected from the group 
consisting of hydrogen and C M alkyl)}}. 

3. (Original) The compound of claim 1 wherein Ri is selected from the group consisting 
of CMalkyl and aryl {wherein aryl is substituted with a substituent selected from the 
group consisting of: 

Ci^alkyl (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of amino (substituted with two substituents independently 
selected from the group consisting of hydrogen and CMalkyl), cyano, (haIo)i_ 3 , 
hydroxy and nitro), 

Ci^alkoxy, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, C M alkyl and -S02-(Ci^)alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 
heterocyclyl and amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen, CMalkyl, 
-Ci_4alkylamino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and CMalkyl) and heteroaryl)}, 

heterocyclyl (wherein heterocyclyl is optionally substituted with 1 to 2 

substituents independently selected from the group consisting of CMalkyl and 

oxo) and heteroaryl}. 

4. (Original) The compound of claim 1 wherein Ri is selected from the group consisting 
of C M alkyl and phenyl {wherein phenyl is substituted with a substituent selected from 
the group consisting of: 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, CMalkyl and -S02-(CM)alkyl), 

-SO2- {substituted with one substituent selected from the group consisting of 
piperidinyl and amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen, C M alkyl, 
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-CMalkylamino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Chalky!) and pyridinyl)}, 

piperazinyl (wherein piperazinyl is optionally substituted with 1 to 2 Ci^alkyl 
substituents), imidazolidinyl, isothiazolidinyl (wherein imidazolidinyl and 
isothiazolidinyl are optionally substituted with 1 to 2 oxo substituents), imidazolyl 
and triazolyl}. 

5. (Original) The compound of claim 1 wherein R2 is selected from the group consisting 
of hydrogen, Ci^alkyl, C2^alkenyl, C2^alkynyl and hydroxy(Ci-4)alkyl. 

6. (Original) The compound of claim 1 wherein R 2 is selected from the group consisting 
of hydrogen and Ci^alkyl.. 

7. (Original) The compound of claim 1 wherein R 2 is hydrogen. 

8. (Original) The compound of claim 1 wherein X is selected from the group consisting 
of-C(O)-, -C(S)- and -S0 2 -. 

9. (Original) The compound of claim 1 wherein R3 is selected from the group consisting 
of: 

Ci^alkyl, C2-4alkenyl, C 2 ^alkynyl {wherein alkyl, alkenyl and alkynyl are 
optionally substituted on a terminal carbon with a substituent selected from the group 
consisting of -C(0)H, -C(0)(C M )alkyl, -C0 2 H, -C0 2 (C M )alkyl, amino (substituted 
with two substituents independently selected from the group consisting of hydrogen 
and C M aIkyl), cyano, (halo) 1.3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected 
from the group consisting of C M alkyl, cyano, halo, (halo)i_3(Ci-4)alkyl, 
(halo)i-3(Ci_4)alkoxy, hydroxy, hydroxy (CM)alkyl, hydroxy(Ci_4)alkoxy and nitro)}, 

cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, 

aryl and heteroaryl are optionally substituted with 1 to 3 substituents independently 

selected from the group consisting of cyano, halo, hydroxy and nitro; and, wherein 
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cycloalkyl, heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 
substituents independently selected from the group consisting of: 

Ci^alkyl, C^alkenyl (wherein alkyl and alkenyl are optionally 
substituted on a terminal carbon with a substituent selected from the group 
consisting of -C(0)H, -C(0)(C M )alkyl, -C0 2 H, -C0 2 (C M )alkyl, amino 
(substituted with two substituents independently selected from the group 
consisting of hydrogen and Ci^alkyl), cyano, (halo)i_3, hydroxy, nitro, 
cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C M )alkyl, 

Cj^alkoxy (optionally substituted on a terminal carbon with a 
substituent selected from the group consisting of (halo)i-3 and hydroxy), 

-C(0)H, -C(0)(C M )alkyl, -C0 2 H, -C0 2 (C M )alkyl, 

amino (substituted with two substituents independently selected from 
the group consisting of hydrogen, C M alkyl and -C(0)(Ci-4)alkyl), 

-C(0)amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen and Chalky 1), 

-S0 2 - {substituted with one substituent selected from the group 
consisting of heterocyclyl and amino (wherein amino is substituted with two 
substituents independently selected from the group consisting of hydrogen, 
Ci^alkyl and -Ci_4alkylamino (wherein amino is substituted with two 
substituents independently selected from the group consisting of hydrogen and 
C M alkyl))}, 

-NH-S0 2 -(C M )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo 
substituents), aryl and heteroaryl} and 

amino {substituted with two substituents independently selected from the 
group consisting of hydrogen, CMalkyl, cycloalkyl, aryl and heteroaryl (wherein 
cycloalkyl, aryl and heteroaryl are optionally substituted with 1 to 5 substituents 
independently selected from the group consisting of CMalkyl, cyano, halo, 
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(halo)i_3(Ci_4)alkyl, (halo)i.3(C M )alkoxy, hydroxy, hydroxy(Ci_4)alkyl, 
hydroxy (CM)alkoxy and nitro)}. 

10. (Original) The compound of claim 1 wherein R 3 is selected from the group consisting 
of: 

Ci^alkyl, C2-4alkenyl, C2^alkynyl {wherein alkyl, alkenyl and alkynyl are optionally 
substituted on a terminal carbon with a substituent selected from the group consisting of 
amino (substituted with two substituents independently selected from the group consisting 
of hydrogen and Chalky!), cyano, (halo)io, hydroxy, nitro, aryl and heteroaryl (wherein 
aryl and heteroaryl are optionally substituted with 1 to 5 substituents independently 
selected from the group consisting of Ci^alkyl, cyano, halo, (haIo)i_3(Ci_4)alkyI, 
(halo)i_3(Ci_4)alkoxy, hydroxy, hydroxy(CM)alkyl, hydroxy (Ci-4)alkoxy and nitro)}, 

cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, aryl and heteroaryl are 
optionally substituted with 1 to 3 substituents independently selected from the group 
consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, heterocyclyl, aryl 
and heteroaryl are optionally substituted with 1 to 2 substituents independently selected 
from the group consisting of: 

Ci^alkyl, C 2 -4alkenyI (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -CO2H, 
-CC>2(Ci_4)alkyl, amino (substituted with two substituents independently selected from 
the group consisting of hydrogen and Ci^alkyl), cyano, (halo)i- 3 , hydroxy, nitro, 
cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C M )alkyl, 

Ci^alkoxy (optionally substituted oh a terminal carbon with a substituent selected 
from the group consisting of (halo)i_3 and hydroxy), 
-C(0)H, -C(0)(C M )alkyI, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Chalky I and -C(0)(Ci-4)alkyI), 
aryl and heteroaryl} and 



Page 9 of 38 



DOCKET NO.: ORT-1554 PATENT 

Application No.: 10/029,750 

Office Action Dated: January 20, 2004 

amino {substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci^alkyl and aryl (wherein aryl is optionally substituted with 1 to 
5 substituents independently selected from the group consisting of C^aHcyl, cyano, halo, 
(halo)i_ 3 (Ci_4)alkyl, (halo)i-3(Ci_4)alkoxy, hydroxy, hydroxy(C M )alkyl, 
hydroxy(Ci_4)alkoxy and nitro)}. 



1 1 . (Original) The compound of claim 1 wherein R3 is selected from the group consisting 
of: 

Ci^alkyl, C2-4alkenyl, C2^alkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 
amino (substituted with two substituents independently selected from the group consisting 
of hydrogen and Ci^alkyl), cyano, (halo)io, hydroxy, nitro, phenyl and thienyl (wherein 
phenyl and thienyl are optionally substituted with 1 to 2 substituents independently 
selected from the group consisting of C M alkyl, cyano, halo, hydroxy and nitro)}, 
cyclopentyl, cyclohexyl, cycloheptyl, benzo[6]thienyl, phenyl, furyl, thienyl, thiazolyl, 

isoxazolyl, thiadiazolyl, pyridinyl 
{wherein cyclohexyl and phenyl are optionally substituted with 1 to 3 substituents 

independently selected from the group consisting of cyano, halo, hydroxy and nitro; and, 
wherein cyclohexyl and phenyl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

CMalkyl (wherein alkyl is optionally substituted on a terminal carbon with a 
substituent selected from the group consisting of amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and 
CMalkyl), cyano, (halo)i_3, hydroxy and nitro), 
-CH(OH)-(C M )alkyl, 
Ci^alkoxy, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen and Ci^alkyl), 
wherein thienyl and thiazolyl are optionally substituted with 1 to 3 substituents independently 
selected from the group consisting of cyano, halo, hydroxy and nitro; and, wherein thienyl 
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and thiazolyl are optionally substituted with 1 to 2 substituents independently selected 
from the group consisting of: 

C^aHcyl (wherein alkyl is optionally substituted on a terminal carbon with a 
substituent selected from the group consisting of -CO2H, -C02(Ci-4)alkyl, amino 
(substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci_4alkyl), cyano, (halo) 1.3, hydroxy and nitro), 
Ci^alkoxy, 
-C(0)(C M )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Chalky 1 and -C(0)(Ci_4)alkyl), 

pyrrolyl and pyridinyl; 
and, wherein thiadiazolyl is optionally substituted with one substituent selected from the 
group consisting of C^alkyl (wherein alkyl is optionally substituted on a terminal carbon 
with a substituent selected from the group consisting of amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Chalky 1), 
cyano, (halo)i-3, hydroxy and nitro), Ci^alkoxy, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci^alkyl), cyano, halo, 
hydroxy and nitro} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Chalky 1 and phenyl (wherein phenyl is optionally substituted with 1 to 5 
substituents independently selected from the group consisting of CMalkyl, cyano, halo, 
hydroxy and nitro)}. 

12. (Original) A compound of Formula (la): 




R 3 



R 4 



H 
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Formula (la) 

wherein 

R4 is selected from the group consisting of: 

Ci_ 8 alkyl {optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of -C(0)H, -C(0)(C U8 )alkyl, -C0 2 H, -C0 2 (Ci. 8 )alkyl, amino 
(substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci_ 8 alkyl), cyano, (halo)io, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl 
and heteroaryl}, 

Ci^alkoxy (optionally substituted on a terminal carbon with a substituent selected from the 

group consisting of (halo)i. 3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (C 1 . 8 )alkyl, 

amino (substituted with two substituents independently selected from the group consisting of 
hydrogen, C 1 _ 8 alky 1 and -S0 2 -(C 1 _ 8 )alky 1), 

-C(0)amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen and Ci_ 8 alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of heterocyclyl and 
amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen, Ci_ 8 alkyl, -Ci_ 8 alkylamino (wherein amino is 
substituted with two substituents independently selected from the group consisting of 
hydrogen and Cu 8 alkyl) and heteroaryl)}, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Ci. 8 alkyl (wherein alkyl is optionally substituted on a terminal 
carbon with a substituent selected from the group consisting of amino (substituted with 
two substituents independently selected from the group consisting of hydrogen and 
Ci. 8 alkyl), cyano, (halo)i_3, hydroxy and nitro), Ci_ 8 alkoxy, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, halo, hydroxy and nitro; and, wherein heterocyclyl is optionally substituted with 1 
to 2 oxo substituents}; 
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R 2 is selected from the group consisting of hydrogen, Ci_ 8 alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl and 
hydroxy(Ci. 8 )alkyl; 

X is selected from the group consisting of -C(O)-, -C(S)- and -S0 2 -; and, 

R3 is selected from the group consisting of: 

Ci-galkyl, C 2 . 8 alkenyl, C 2 - 8 alkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 
-C(0)H, -C(0)(Ci. 8 )alkyl, -C0 2 H, -C0 2 (Ci_ 8 )alkyl, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, (halo) 1.3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and heteroaryl are 
optionally substituted with 1 to 5 substituents independently selected from the group 
consisting of C^galkyl, cyano, halo, (halo)i. 3 (Ci. 8 )alkyl, (halo)i_ 3 (Ci_ 8 )alkoxy, hydroxy, 
hydroxy(Ci- 8 )alkyl, hydroxy(Ci_ 8 )alkoxy and nitro)}, 

cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 

heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, 
heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

Ci_ 8 alkyl, C 2 . 8 alkenyl (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -C(0)H, 
-C(0)(Ci_ 8 )alkyl, -C0 2 H, -C0 2 (Ci_ 8 )alkyl, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci- 8 alkyl), cyano, 
(halo)i_3, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C,. 8 )alkyl, 

Ci. 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo) 1.3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (d. 8 )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci- 8 alkyl and -C(0)(C|. 8 )alkyI), 
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-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci_ 8 alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 
heterocyclyl and amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen, Ci- 8 alkyl and -Ci_ 8 alkylamino (wherein 
amino is substituted with two substituents independently selected from the group 
consisting of hydrogen and Ci-galkyl))}, 

-NH-S0 2 -(C,_ 8 )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo substituents), aryl and 
heteroaryl} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Chalky!, cycloalkyl, aryl and heteroaryl (wherein cycloalkyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of C].galkyl, cyano, halo, (halo)i_ 3 (C]_ 8 )alkyl, (halo)i-3(Ci_ 8 )alkoxy, 
hydroxy, hydroxy(Ci_ 8 )alkyl, hydroxy (Ci. 8 )alkoxy and nitro)}; 

and pharmaceutical ly acceptable salts thereof. 

13. (Original) A compound of Formula (lb): 



wherein 

R4 is selected from the group consisting of: 

Ci. 8 alkyl {optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of -C(0)H, -C(0)(Ci_ 8 )alkyl, -C0 2 H, -C0 2 (Ci- 8 )alkyl, amino 




R3 



H 



Formula (lb) 
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(substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci- 8 alkyl), cyano, (halo)i_3, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl 
and heteroaryl}, 

Ci. 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected from the 

group consisting of (halo)i_3 and hydroxy), 
-C(0)H, -C(0)(C,_ 8 )alkyl, -C0 2 H, -C0 2 (C,_ 8 )alkyl, 

amino (substituted with two substituents independently selected from the group consisting of 
hydrogen, Chalky I and -S0 2 -(Ci. 8 )alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen and Ci_ 8 alkyl), 

-SO2- {substituted with one substituent selected from the group consisting of heterocyclyl and 
amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen, Ci_ 8 alkyl, -Ci. 8 alkylamino (wherein amino is 
substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci.galkyl) and heteroaryl)}, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Ci_ 8 alkyl (wherein alkyl is optionally substituted on a terminal 
carbon with a substituent selected from the group consisting of amino (substituted with 
two substituents independently selected from the group consisting of hydrogen and 
Ci- 8 alkyl), cyano, (halo)i- 3 , hydroxy and nitro), Ci_ 8 alkoxy, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, halo, hydroxy and nitro; and, wherein heterocyclyl is optionally substituted with 1 
to 2 oxo substituents}; 

R 2 is selected from the group consisting of hydrogen, Ci. 8 alkyl, C 2 . 8 alkenyl, C 2 . 8 alkynyl and 
hydroxy(Ci_ 8 )alkyl; 

X is selected from the group consisting of -C(O)-, -C(S)- and -S0 2 -; and, 



R 3 is selected from the group consisting of: 
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Ci.galkyl, C 2 -salkenyl, C2-8alkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (Ci_ 8 )alkyl, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, (halo)i_3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and heteroaryl are 
optionally substituted with 1 to 5 substituents independently selected from the group 
consisting of Ci^alkyl, cyano, halo, (halo)i-3(Ci_8)alkyl, (halo)i-3(Ci_8)alkoxy, hydroxy, 
hydroxy(Ci_8)alkyl, hydroxy(Ci.s)alkoxy and nitro)}, 
cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 

heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, 
heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

Ci-galkyl, C2-8alkenyl (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -C(0)H, 
-C(0)(d_8)alkyl, -C0 2 H, -C0 2 (d. 8 )alkyl, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci. 8 alkyl), cyano, 
(halo)i_3, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C,. 8 )alkyl, 

Ci_ 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo) 1.3 and hydroxy), 
-C(0)H, -C(0)(C,- 8 )alkyl, -C0 2 H, «C0 2 (C 1 . 8 )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci^alkyl and -C(0)(Ci_8)alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci^alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 

heterocyclyl arid amino (wherein amino is substituted with two substituents 

independently selected from the group consisting of hydrogen, Cj.galkyl and 

-Ci-salkylamino (wherein amino is substituted with two substituents independently 

selected from the group consisting of hydrogen and Ci.galkyl))}, 
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-NH-S0 2 -(Ci- 8 )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo substituents), aryl 
and heteroaryl} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Ci-galkyl, cycloalkyl, aryl and heteroaryl (wherein cycloalkyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Ci.galkyl, cyano, halo, (halo)i-3(Ci-8)alkyl, (halo)|.3(Ci_8)alkoxy, 
hydroxy, hydroxy(C]_8)alkyl, hydroxy(Ci_g)alkoxy and nitro)}; 

and pharmaceutical^ acceptable salts thereof. 

14. (Original) A compound of Formula (Ic): 




Formula (Ic) 

wherein 

R4 is selected from the group consisting of: 

Ci^alkyl {optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of -C(0)H, -C(0)(Ci. 8 )alkyl, -C0 2 H, -C0 2 (Ci. 8 )aIkyI, amino 
(substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci-salkyl), cyano, (halo)io, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl 
and heteroaryl}, 

Ci-salkoxy (optionally substituted on a terminal carbon with a substituent selected from the 

group consisting of (halo) 1-3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (C,. 8 )alkyl, 

amino (substituted with two substituents independently selected from the group consisting of 
hydrogen, C,. 8 alkyl and -SOHQ^alkyi), 
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-C(0)amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen and Ci.galkyl), 

-SO2- {substituted with one substituent selected from the group consisting of heterocyclyl and 
amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen, Q.galkyl, -Ci_ 8 alkylamino (wherein amino is 
substituted with two substituents independently selected from the group consisting of 
hydrogen and Q-galkyl) and heteroaryl)}, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Ci-galkyl (wherein alkyl is optionally substituted on a terminal 
carbon with a substituent selected from the group consisting of amino (substituted with 
two substituents independently selected from the group consisting of hydrogen and 
Ci. 8 alkyl), cyano, (halo)t. 3 , hydroxy and nitro), Ci. 8 alkoxy, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci.galkyl), 
cyano, halo, hydroxy and nitro; and, wherein heterocyclyl is optionally substituted with 1 
to 2 oxo substituents}; 

R 2 is selected from the group consisting of hydrogen, Ci_ 8 alkyl, C 2 - 8 alkenyl, C2- 8 alkynyl and 
hydroxy(Ci_g)alkyl; 

X is selected from the group consisting of -€(0)-, -C(S)- and -S0 2 -; and, 

R3 is selected from the group consisting of: 

Ci^alkyl, C2- 8 alkenyl, C2- 8 alkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 

-C(0)H, -C(0)(Ci. 8 )alkyl, -C0 2 H, -C0 2 (Ci. 8 )alkyl, amino (substituted with two 

substituents independently selected from the group consisting of hydrogen and Ci.galkyl), 

cyano, (halo)i_3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and heteroaryl are 

optionally substituted with 1 to 5 substituents independently selected from the group 

consisting of Ci. 8 alkyl, cyano, halo, (halo)i. 3 (Ci.g)alkyl, (halo)i_3(C]. 8 )alkoxy, hydroxy, 

hydroxy(Ci. 8 )alkyl, hydroxy(Ci.g)alkoxy and nitro)}, 
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cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 

heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, 
heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

Ci^alkyl, C2-8alkenyl (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -C(0)H, 
-C(0)(Ci- 8 )alkyl, -C0 2 H, -C0 2 (Ci_g)alkyl, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), cyano, 
(halo) i_3, hydroxy, nitro, cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(Ci_ 8 )alkyl, 

Ci. 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo) 1.3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (C,. 8 )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci_ 8 alkyl and -C(0)(Ci- 8 )alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci.galkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 
heterocyclyl and amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen, Ci_ 8 alkyl and 
-Ci- 8 alkylamino (wherein amino is substituted with two substituents independently 
selected from the group.consisting of hydrogen and Ci.galkyl))}, 

-NH-S0 2 -(Ci_ 8 )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo substituents), aryl 
and heteroaryl} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Chalky 1, cycloalkyl, aryl and heteroaryl (wherein cycloalkyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
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the group consisting of Ci_ 8 alkyl, cyano, halo, (haIo)i_ 3 (Ci- 8 )alkyl, (halo)i- 3 (Ci_ 8 )alkoxy, 
hydroxy, hydroxy(Ci_ 8 )alkyl, hydroxy(Ci_ 8 )alkoxy and nitro)}; 

and pharmaceutical^ acceptable salts thereof. 

15. (Original) The compound of claim 14 wherein R4 is selected from the group 
consisting of: 



amino (substituted with two substituents independently selected from the group consisting of 
hydrogen, Chalky 1 and -S0 2 -(Ci-4)alkyl), 

-SO2- {substituted with one substituent selected from the group consisting of heterocyclyl and 
amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen, Chalky!, -C M alkylamino (wherein amino is 
substituted with two substituents independently selected from the group consisting of 
hydrogen and C M alkyl) and heteroaryl)}, 

heterocyclyl (wherein heterocyclyl is optionally substituted with 1 to 2 substituents 

independently selected from the group consisting of Chalky! and oxo) and heteroaryl. 



16. (Original) A compound of Formula (Id): 




Formula (Id) 

wherein 

R4 is selected from the group consisting of: 

Ci.galkyl {optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of -C(0)H, -C(0)(Ci. 8 )alkyl, -C0 2 H, -C0 2 (Ci_ 8 )alkyl, amino 
(substituted with two substituents independently selected from the group consisting of 
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hydrogen and Ci_ 8 alkyl), cyano, (halo)i_ 3 , hydroxy, nitro, cycloalkyl, heterocyclyl, aryl 
and heteroaryl}, 

Ci_ 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected from the 

group consisting of (halo)i_ 3 and hydroxy), 
-C(0)H, -C(0)(C U8 )alkyl, -C0 2 H, -C0 2 (C,_ 8 )alkyl, 

amino (substituted with two substituents independently selected from the group consisting of 
hydrogen, Q-galkyl and -S0 2 -(Ci-g)alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen and Ci-galkyl), 

-SO2- {substituted with one substituent selected from the group consisting of heterocyclyl and 
amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen, Ci-galkyl, -Ci-galkylamino (wherein amino is 
substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci.galkyl) and heteroaryl)}, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Ci.galkyl (wherein alkyl is optionally substituted on a terminal 
carbon with a substituent selected from the group consisting of amino (substituted with 
two substituents independently selected from the group consisting of hydrogen and 
Ci.galkyl), cyano, (halo)i- 3 , hydroxy and nitro), Ci_ 8 alkoxy, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci-galkyl), 
cyano, halo, hydroxy and nitro; and, wherein heterocyclyl is optionally substituted with 1 
to 2 oxo substituents}; 

R 2 is selected from the group consisting of hydrogen, Ci- 8 alkyl, C 2 - 8 alkenyl, C 2 . 8 alkynyl and 
hydroxy(Ci_ 8 )alkyl; 

X is selected from the group consisting of -C(O)-, -C(S)- and -S0 2 -; and, 

R 3 is selected from the group consisting of: 
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Ci-galkyl, C 2 . 8 alkenyl, C 2 -gaIkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 
-C(0)H, -C(0)(Ci. 8 )aIkyl, -C0 2 H, -C0 2 (Ci. 8 )alkyl, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, (haIo)i_3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and heteroaryl are 
optionally substituted with 1 to 5 substituents independently selected from the group 
consisting of Ci_ 8 alkyl, cyano, halo, (halo)i_ 3 (Ci. 8 )alkyl, (halo)i- 3 (Ci_ 8 )alkoxy, hydroxy, 
hydroxy(Ci-g)alkyl, hydroxy(Ci_g)alkoxy and nitro)}, 
cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 

heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, 
heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

Cugalkyl, C 2 - 8 alkenyl (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -C(0)H, 
-C(0)(Ci_ 8 )alkyl, -C0 2 H, -C0 2 (Ci_g)alkyl, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), cyano, 
(halo)i. 3 , hydroxy, nitro, cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C N8 )alkyl, 

Ci-galkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo) 1.3 and hydroxy), 
-C(0)H, -C(0)(C,_ 8 )alkyl, -C0 2 H, -C0 2 (C,_ 8 )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci-galkyl and -C(0)(Ci_g)alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci. 8 alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 

heterocyclyl and amino (wherein amino is substituted with two substituents 

independently selected from the group consisting of hydrogen, C|. 8 alkyl and 

-Ci-galkylamino (wherein amino is substituted with two substituents independently 

selected from the group consisting of hydrogen and Ci.galkyl))}, 
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-NH-S0 2 -(C,_ 8 )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo substituents), aryl 
and heteroaryl} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Ci-galkyl, cycloalkyl, aryl and heteroaryl (wherein cycloalkyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 
the group consisting of Chalky I, cyano, halo, (halo)i. 3 (Ci.g)alkyl, (halo)i_ 3 (Ci_ 8 )alkoxy, 
hydroxy, hydroxy(Ci- 8 )aIkyI, hydroxy(Ci_g)alkoxy and nitro)}; 

and pharmaceutical^ acceptable salts thereof. 

17. (Original) A compound of Formula (Ie): 




Formula (Ie) 

wherein 

Ri is selected from the group consisting of Ci-galkyl, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein heterocyclyl is optionally substituted 
with 1 to 2 oxo substituents; and, wherein cycloalkyl, heterocyclyl, aryl and heteroaryl are 
substituted with a substituent selected from the group consisting of: 

Ci-galkyl (optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of -C(0)H, -C(0)(Ci- 8 )alkyl, -C0 2 H, -C0 2 (Ci_g)alkyl, amino 
(substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci-galkyl), cyano, (halo)i_ 3 , hydroxy, nitro, cycloalkyl, heterocyclyl, aryl 
and heteroaryl), 

Ci_galkoxy (optionally substituted on a terminal carbon with a substituent selected from the 
group consisting of (halo)|, 3 and hydroxy), 
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-C(0)H, -C(0)(Ci. 8 )alkyl, -C0 2 H, -C0 2 (C,_ 8 )alkyl, 

amino (substituted with two substituents independently selected from the group consisting of 
hydrogen, Ci. 8 alkyl and -S0 2 -(Ci_ 8 )alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen and Ci- 8 alkyl), 

-SO2- {substituted with one substituent selected from the group consisting of heterocyclyl and 
amino (wherein amino is substituted with two substituents independently selected from 
the group consisting of hydrogen, Ci- 8 alkyl, -Chalky lam ino (wherein amino is 
substituted with two substituents independently selected from the group consisting of 
hydrogen and Ci- 8 alkyl) and heteroaryl)}, 

cycloalkyl, heterocyclyl, aryl and heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; wherein heterocyclyl is optionally 
substituted with 1 to 2 oxo substituents; and, wherein cycloalkyl, heterocyclyl, aryl and 
heteroaryl are optionally substituted with a substituent selected from the group consisting 
of Ci. 8 alkyl (wherein alkyl is optionally substituted on a terminal carbon with a 
substituent selected from the group consisting of amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), cyano, 
(halo)io, hydroxy and nitro), Ci_ 8 alkoxy and amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci. 8 alkyl)}}; and, 

R3 is selected from the group consisting of: 

Ci- 8 alkyl, C 2 . 8 alkenyl, C 2 - 8 alkynyl {wherein alkyl, alkenyl and alkynyl are optionally 

substituted on a terminal carbon with a substituent selected from the group consisting of 
-C(0)H, -C(0)(Ci_ 8 )alkyI, -C0 2 H, -C0 2 (C M )alkyl, amino (substituted with two 
substituents independently selected from the group consisting of hydrogen and Ci_ 8 alkyl), 
cyano, (halo)i_3, hydroxy, nitro, aryl and heteroaryl (wherein aryl and heteroaryl are 
optionally substituted with 1 to 5 substituents independently selected from the group 
consisting of Ci. 8 alkyl, cyano, halo, (halo)i_ 3 (Ci- 8 )alkyl, (halo)i_ 3 (Ci. 8 )alkoxy, hydroxy, 
hydroxy(Ci_ 8 )alkyl, hydroxy(Ci_ 8 )alkoxy and nitro)}, 
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cycloalkyl, heterocyclyl, aryl, heteroaryl {wherein cycloalkyl, heterocyclyl, aryl and 

heteroaryl are optionally substituted with 1 to 3 substituents independently selected from 
the group consisting of cyano, halo, hydroxy and nitro; and, wherein cycloalkyl, 
heterocyclyl, aryl and heteroaryl are optionally substituted with 1 to 2 substituents 
independently selected from the group consisting of: 

Ci-galkyl, C 2 - 8 alkenyl (wherein alkyl and alkenyl are optionally substituted on a 
terminal carbon with a substituent selected from the group consisting of -C(0)H, 
-C(0)(Ci. 8 )alkyl, -C0 2 H, -C0 2 (Ci. 8 )alkyl, amino (substituted with two substituents 
independently selected from the group consisting of hydrogen and Ci. 8 alkyl), cyano, 
(halo)i-3> hydroxy, nitro, cycloalkyl, heterocyclyl, aryl and heteroaryl), 
-CH(OH)-(C,_ 8 )alkyl, 

Ci- 8 alkoxy (optionally substituted on a terminal carbon with a substituent selected 
from the group consisting of (halo)i_ 3 and hydroxy), 
-C(0)H, -C(0)(C,. 8 )alkyl, -C0 2 H, -C0 2 (C,_ 8 )alkyl, 

amino (substituted with two substituents independently selected from the group 
consisting of hydrogen, Ci_ 8 alkyl and -C(0)(Ci. 8 )alkyl), 

-C(0)amino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci_ 8 alkyl), 

-S0 2 - {substituted with one substituent selected from the group consisting of 
heterocyclyl and amino (wherein amino is substituted with two substituents 
independently selected from the group consisting of hydrogen, Ci. 8 alkyl and 
-Ci. 8 alkylamino (wherein amino is substituted with two substituents independently 
selected from the group consisting of hydrogen and Ci_ 8 alkyl))}, 

-NH-SO r (C,_ 8 )alkyl, 

cycloalkyl, heterocyclyl (optionally substituted with 1 to 2 oxo substituents), aryl 
and heteroaryl} and 

amino {substituted with two substituents independently selected from the group consisting of 
hydrogen, Ci. 8 alkyl, cycloalkyl, aryl and heteroaryl (wherein cycloalkyl, aryl and 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected from 



Page 25 of 3 8 



DOCKET NO.: ORT-1554 

Application No.: 10/029,750 

Office Action Dated: January 20, 2004 



PATENT 



the group consisting of d-galkyl, cyano, halo, (haIo)i_ 3 (Ci_ 8 )alkyl, (haIo)i_ 3 (Ci_ 8 )alkoxy, 
hydroxy, hydroxy(Ci. 8 )alkyl, hydroxy(Ci_ 8 )alkoxy and nitro)}; 

and pharmaceutical^ acceptable salts thereof. 

18. (Original) The compound of claim 14 wherein X, R2, R3 and R4 are dependently 
selected from the group consisting of: 
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C(O) 


H 


(2,6-F 2 -3-NH 2 )Ph 


4-S0 2 -NH 2 ; 


C(O) 


H 


[2,6-(CH 3 ) 2 ]Ph 


4-S0 2 -NH 2 ; 
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C(O) 


H 


(2-CH 3 )Ph 


4-S0 2 -NH 2 ; 


C(O) 


H 


[2,6-F 2 -3-CH(OH)CH 3 ]Ph 


4-S0 2 -NH 2 ; 


C(O) 


H 


(2,6-F 2 )Ph 


4-S0 2 -NH 2 ; 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-S0 2 -NH 2 ; 


C(S) 


H 


-NH[(2,6-F 2 )Ph] 


4-S0 2 -NH 2 ; 


C(O) 


H 


-NH[(2,6-F 2 )Ph] 


4-S0 2 -NH 2 ; 


so 2 


H 


(2,6-F 2 )Ph 


4-S0 2 -NH 2 ; 


C(O) 


H 


(2-Cl-3-CH 3 -6-F)Ph 


4-S0 2 -NH 2 ; 


C(O) 


H 


(2-Cl-6-F)Ph 


4-S0 2 -NH 2 ; and 


C(O) 


H 


(2,6-F 2 -5-Cl)Ph 


4-S0 2 -NH 2 . 



19. (Original) The compound of claim 16 wherein X, R 3 and R4 are dependently selected 
from the group consisting of: 

X R 3 R4 

C(O) (2,6-F 2 )Ph 4-SO2-NH2; 

C(O) (2,6-F 2 -3-CH 3 )Ph 4-S0 2 -NH 2 ; 
And, 

C(S) -NH[(2,6-F 2 )Ph] . 4-S0 2 -NH 2 . 

20. (Original) The compound of claim 17 wherein R\ and R 3 are dependently selected 
from: 

Ri R 3 

CH 3 3-CH 3 -2-thienyl. 

21 . (Original) The compound of claim 1 wherein the compound of Formula (I) is selected 
from the group consisting of: 

5-amino-3-[[4-(aminosulfonyl)phenyl]amino]-N-(2,6-difluorophenyl)-lH- 
1 ,2,4-triazole- 1 -carbothioamide; 

5-amino-3-[[4-(aminosulfonyl)phenyl]amino]-N-(2,6-difluorophenyl)-lH- 
1,2,4-triazole-l-carboxamide; 

4-[[5-amino-l-(2-chloro-6-fluoro-3-methylbenzoyl)-lH-l,2,4-triazol-3- 
yl]amino]-benzenesulfonamide; 

4-[[5-amino-l-(2-chloro-6-fluorobenzoyl)-lH-l 5 2 5 4-triazol-3-yl]amino]- 
benzenesulfonamide; 



Page 28 of 3 8 



DOCKET NO.: ORT-1554 PATENT 

Application No.: 10/029,750 

Office Action Dated: January 20, 2004 

4-[[5-amino-l-(2,6-difluoro-3-^^ 
N-methyl-benzenesulfonamide; 

4-[[5-amino-l -[(3-methyl^ 
methyl-benzenesulfonamide; 

4-[[5-amino-l-[(3-methyl-2^ 
[2-(dimethylamino)ethyl]-benzenesulfonamide; 

l-[4-[[5-amino-l-[(3-methyl-2^hienyl)carbonyl]-l//-l,2 5 4-tri 
yl]amino]phenyl]-2-imidazolidinone; 

A^ 3 44<l 5 l-dioxido-2-isothiazoIidinyl)phenyl]-l.[(3-methyl^ 
thienyl)carbonyl]-l//-l,2,4-triazole-3 ? 5-diamine; and, 

4-[[5-amino-l-[(3-methyl-24hieny^^ 
(2-pyridinyl)-benzenesulfonamide. 

22. (Original) A pharmaceutical composition comprising a compound of claim 1 and a 
pharmaceutically acceptable carrier. 



23. (Original) A pharmaceutical composition made by mixing a compound of claim 1 and a 
pharmaceutically acceptable carrier. 

24. (Original) A method for preparing a pharmaceutical composition comprising mixing a 
compound of claim 1 and a pharmaceutically acceptable carrier. 

25. (Original) A method for treating or ameliorating a kinase mediated disorder 
comprising administering to a subject in need thereof a therapeutically effective 
amount of a compound of claim 1. 

26. (Original) The method of claim 25 wherein the disorder is mediated by selective 
inhibition of a kinase selected from the group consisting of a cyclin dependent kinase 
and a tyrosine kinase. 

27. (Original) The method of claim 26 wherein the kinase is selected from the group 
consisting of cyclin dependent kinase-1, cyclin dependent kinase-2, cyclin dependent 
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kinase-4, vascular endothelial growth factor receptor-2, endothelial growth factor 
receptor and human epidermal growth factor receptor-2. 

28. (Original) The method of claim 25 wherein the disorder is mediated by dual 
inhibition of at least two kinases selected from the group consisting of a cyclin 
dependent kinase and a tyrosine kinase. 

29. (Original) The method of claim 28 wherein at least two kinases are selected from the 
group consisting of cyclin dependent kinase- 1, cyclin dependent kinase-2, cyclin 
dependent kinase-4, vascular endothelial growth factor receptor-2, endothelial growth 
factor receptor and human epidermal growth factor receptor-2. 

30. (Original) The method of claim 25 wherein the therapeutically effective amount of 
the compound of claim 1 is from about 0.001 mg/kg/day to about 300 mg/kg/day. 

3 1 . (Original) The method of claim 25 wherein the kinase mediated disorder is selected 
from the group consisting of cancer and tumor growth, tumor vascularization, 
angiopathy, angiogenesis, chemotherapy-induced alopecia and restenosis. 

32. (Original) The method of claim 25 further comprising a method for using a 
compound of claim 1 as an adjunct to chemotherapy and radiation therapy. 

33. (Original) The method of claim 25 further comprising administering to a subject in 
need thereof a therapeutically effective amount of a pharmaceutical composition of 
claim 22. 

34. (Original) The method of claim 33 wherein the therapeutically effective amount of a 
pharmaceutical composition of claim 22 is from about 0.001 mg/kg/day to about 300 
mg/kg/day. 
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35. (Original) The method of claim 25 further comprising administering to a subject in 
need thereof a therapeutically effective amount of at least one other agent in 
combination with a compound of claim 1 . 



36. (Original) The compound of claim 14 wherein X, R 2 , R3 and R4 are dependently 
selected from the group consisting of: 



v 
A 


K 2 


K3 




C(O) 


H 


(2,6-F 2 )Ph 


4-S0 2 - 1 -iZ-piperidin 

yi; 


C(O) 


H 


2-thienyI 


4-SO2- 1 -i/-piperidin- 

yi; 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-SO2- 1 -//-piperidin 

yi; 


C(O) 


H 


(2,6-F 2 )Ph 


4-(4-CH 3 -l,4-//- 
piperazin-l-yl); 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-(4-CH 3 -l,4-#- 
piperazin-l-yl); 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-(4-CH 3 -l,4-#- 
piperazin-l-yl); 


C(O) 


H 


[3,5-{CH3)2]2-thienyl 


4-(4-CH 3 -l,4-//- 
piperazin-l-yl); and 


C(O) 


H 


(5-<:H2CH3)2-thienyl 


4-(4-CH 3 -l,4-//- 
piperazin-l-yl). 



37. (Original) The compound of claim 14 wherein X, R 2 , R 3 and R4 are dependently 
selected from the group consisting of: 



X 


R 2 


R3 


R4 


C(O) 


H 


(2,6-F 2 )Ph 


4-S0 2 -NH(CH 2 CH 3 ); 


C(O) 


H 


(2,6-F 2 )Ph 


4-S0 2 -NH(CH 3 ); 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-S0 2 -NH(CH 3 ); 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-S0 2 -NH(CH 3 ); 


C(O) 


H 


[3,5-(CH3) 2 ]2-thienyl 


4-S0 2 -NH(CH 3 ); 


C(O) 


H 


(5-CH 2 CH 3 )2-thienyl 


4-S0 2 -NH(CH 3 ); 
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C(0) 


H 


[3,5-(CH3)2]2-thienyl 


4-S0 2 -N(CH 3 ) 2 ; 


C(0) 


H 


(5-CH 2 CH 3 )2-thienyl 


4-S0 2 -N(CH 3 ) 2 ; 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-S0 2 -N(CH 3 ) 2 ; 


C(0) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-S0 2 -N(CH 3 ) 2 ; 


C(0) 


H 


(2,6-F 2 )Ph 


4-S0 2 -N(CH 3 ) 2 . 



38. (Original) The compound of claim 14 wherein X, R 2 , R3 and R4 are dependently 
selected from the group consisting of: 



X 


R 2 


R 3 


R4 




C(O) 


H 


(5-CH 2 CH 3 )2-thienyl 


4-(l-//-imidazol- 


■1-yl); 


C(0) 


H 


(3-CH 3 )2-thienyl 


4-(l-//-imidazol- 


i-yi); 


C(0) 


H 


[3,5-(CH 3 ) 2 ]2-thienyl 


4-(l-//-imidazol- 


i-yi); 


C(0) 


H 


(2,6-F 2 )Ph 


4-(l-//-imidazol- 
and 


•1-yl); 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-(l-//-imidazol- 


1-yl). 



39. (Original) The compound of claim 14 wherein X, R 2 , R3 and R4 are dependently 
selected from the group consisting of: 



X 


R 2 


R3 


R. 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-(l-//-l,2,4-triazol-l- 

yi); 


C(O) 


H 


(2,6-F 2 )Ph 


4-(l-#-l,2,4-triazol-l- 

yi); 


C(O) 


H 


(5-CH 2 CH 3 )2-thienyl 


4-(l-#-l,2,4-triazol-l- 

yi); 


C(O) 


H 


[3,5-(CH 3 ) 2 ]2-thienyl 


4-(l-#-l,2,4-triazol-l- 

yi); 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-( 1 -i/- 1 ,2,4-triazol- 1 - 

yi); 


C(O) 


H 


(2,6-F 2 )Ph 


4-( 1 1 , 3,4-triazol- 1 - 

yi); 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-( \-H-l, 3,4-triazol- 1- 
yl); and 
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C(O) H 



(3-CH 3 )2-thienyl 



4-(l-#-l,3,4-triazol-l- 



40. 



41. 



(Original) The compound of claim 14 wherein X, R 2 , R3 and R4 are dependency 
selected from the group consisting of: 



X 


R 2 


R3 


R. 


C(O) 


H 


(z,o-r2-3-CH3jrn 


4-( 1 -//- 1 ,2,4-tnazoI- 1 - 

yi); 


C(O) 


H 


(2,6-F 2 )Ph 


4-(l-//-l,2,4-triazol-l- 

yi); 


C(O) 


H 


(5-CH 2 CH 3 )2-thienyl 


4-(l-//-l,2,4-triazol-l- 

yi); 


C(O) 


H 


[3,5-(CH 3 ) 2 ]2-thienyl 


4-(l-/M,2,4-triazol-l- 

yi); 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-(l-//-l,2,4-triazol-l- 

yi); 


C(O) 


H 


(2,6-F 2 )Ph 


4-( \-H-\, 3,4-triazol-l- 

yi); 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-(l-#-U,4-triazol-l- 

yi); 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-(l-i/-l,3,4-triazol-l- 

yi); 



(Original) The compound of claim 14 wherein X, R 2 , R 3 and R4 are dependently 
selected from the group consisting of: 

X R 2 R 3 R, 

C(O) H (5-CH 2 CH 3 )2-thienyl 



C(O) H 

C(O) H 

C(O) H 

C(O) H 



(3-CH 3 )2-thienyl 
(2,6-F 2 -3-CH 3 )Ph 
(2,6-F 2 )Ph 

[3,5-(CH 3 ) 2 ]2-thienyl 
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4-S0 2 - 
NH[(CH 2 ) 2 N(CH 3 ) 2 ]; 

4-S0 2 - 

NH[(CH 2 ) 2 N(CH 3 ) 2 ]; 
4-S0 2 - 

NH[(CH 2 ) 2 N(CH 3 ) 2 ]; 
4-S0 2 - 

NH[(CH 2 ) 2 N(CH 3 ) 2 ]; 
4-S0 2 - 

NH[(CH 2 ) 2 N(CH 3 ) 2 ]; 
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C(O) 


H 


[3,5-(CH3)2]2-thienyl 


4-NH-S0 2 -CH 3 ; 


C(O) 


H 


(3-CH 3 )2-thienyl 


4-NH-S0 2 -CH 3 ; 


C(O) 


H 


(5-CH 2 CH 3 )2-thienyl 


4-NH-S0 2 -CH 3 ; 


C(O) 


H 


(2,6-F 2 )Ph 


4-NH-S0 2 -CH 3 ; and 


C(O) 


H 


(2,6-F 2 -3-CH 3 )Ph 


4-NH-S0 2 -CH 3 . 



42. (Original) The compound of claim 14 wherein X, R 2 , R 3 and R4 are dependently 



selected from the group consisting of: 

X R 2 R3 

C(O) H (3-CH 3 )2-thienyl 
C(O) H (2,6-F 2 -3-CH 3 )Ph 



C(O) H 



(2,6-F 2 )Ph 



R4 

4-(2-imidazolidinone); 

4-(2-imidazolidinone); 
and 

4-(2-imidazol idinone). 



43. (Original) The compound of claim 14 wherein X, R 2 , R 3 and R4 are dependently 



selected from the group consisting of: 

X R 2 R 3 

C(O) H (3-CH 3 )2-thienyl 



C(O) H 



(2,6-F 2 )Ph 



R4 

4-(l,l-dioxido-2- 
isothiazolidinyl); and 

4-(l,l-dioxido-2- 
isothiazolidinyl). 



44. (Original) The compound of claim 14 wherein X, R 2 , R 3 and R4 are dependently 



selected from the group consisting of: 

X R 2 R 3 

C(O) H (2,6-F 2 )Ph 

C(O) H (5-CH 2 CH 3 )2-thienyl 

C(O) H [3,5-(CH 3 ) 2 ]2-thienyl 



C(O) H 



(3-CH 3 )2-thienyl 



R4 

4-S0 2 -NH-2-pyridinyl; 

4-S0 2 -NH-2-pyridinyl; 

4-S0 2 -NH-2-pyridinyl; 
and 

4-S0 2 -NH-2-pyridinyl. 
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45. (Original) The method of claim 35 wherein the at least one other agent is a 
chemotherapeutic agent to treat cancer. 

46. (Original) The method of claim 45 wherein the dose of the chemotherapeutic agent is 
reduced relative to the dose that would be given in the absence of the therapeutically 
effective amount of the compound of claim 1 . 

47. (Original) The method of claim 45 wherein the therapeutically effective amount of a 
compound of claim 1 is given to the subject before, during or after the 
chemotherapeutic agent. 
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